D-β-homophenylalanine and the building block containing amino acid X 1 ( Fig. 1 in main text)
were sequentially coupled to the resin by standard Fmoc/HBTU chemistry. After that, the Boc protecting group on the inner layer was removed by 50% TFA in DCM and Boc-X 1 -OH was coupled to the inner peptide using HBTU/HOBt, followed by removal of Boc as described above and coupling of Fmoc-Arg-OH on the inner layer. The random region was then synthesized by the split-and-pool method 2 
where Y is the measured anisotropy at a given concentration x of K-Ras; L is the cyclic peptide concentration; Qb/Qf is the correction factor for dye-protein interaction; A max is the maximum anisotropy when all the peptidomimetic is bound to K-Ras, while Amin is the minimum when all the peptide is free; and K d is the dissociation constant.
HTRF Assay: Recombinant HA-tagged K-Ras G12V and GST-Raf-RBD (100 nM each)
were incubated with a monoclonal anti-HA labeled with d2 (2 µg/mL) and a monoclonal anti-
GST labeled with Tb (0.25 µg/mL) (Cisbio). Increasing concentrations of rapalog compounds were added in a total volume of 20 µL using a 384-well plate. The plate was incubated overnight at 4 °C and the HTRF signal was detected using a Molecular Devices Spectramax M5 plate reader.
On-Bead Assay for Trimeric Complex Formation:
In a total volume of 50 µL, compounds 1-15 (100 µM) were incubated for one hour at room temperature with: A. Glutathione beads coated with GST-FKBP plus K-Ras G12V (500 nM) (Fig. S1A) . B. Glutathione beads coated with GST-K-Ras G12V plus EGFP-FKBP (Fig. S1B ).
On-Bead Assay for Inhibition of Ras-Effector Interaction. GST-Ras G12V and GST-Raf-RBD were immobilized on glutathione beads. Myc-tagged Ral-GDS and Tiam1 (Origene) were immobilized on Protein G beads that were coated with a monoclonal anti-Myc (Origene).
Fluorescein labeled Raf-RBD (150 nM) was added to the GST-Ras G12V beads. Similarly, Texas Red labeled K-Ras G12V (150 nM) was added to the Raf-RBD, Ral-GDS and Tiam1
beads. The bead slurries were incubated in the presence or absence of compound 12 (10 µM) for one hour at room temperature, washed with buffer, and then examined under a fluorescence microscope. 
